Fe65, and a Gal-4 fusion of the MYST family acetyltrans-
ferase Tip60 could stimulate transcription of an UASnuclear extracts. Consistent with the resulting immunoprecipitation and GST pull-down experiments, neither dependent reporter.
In this manuscript, we identify a specific N-CoR/TAB2/ HDAC1, HDAC2, HDAC4, HDAC5, nor TBL1 showed significant binding ( Figure 1G and data not shown); how-HDAC3 complex that exhibits IL-1␤ signal-dependent export from nucleus to cytoplasm, and we identify the ever, there may be additional components of this N-CoR complex. To investigate the domains of N-CoR that were tetraspanin KAI1/CD82 as a specific target for repression by this complex. The consequence of this ILcapable of direct physical interactions with TAB2, we performed interaction assays using GST-fused TAB2 1␤-dependent nuclear export is to relieve repression by a subset of N-CoR-dependent transcription factors. and in vitro translated segments of N-CoR (Perissi et al., 1999) . As shown in Figure 1H , N-CoR fragments Nuclear export of the N-CoR/TAB2 complex, in response to IL-1␤, is associated with recruitment of a Tip60-concontaining amino acid residues 92-393 and 267-549 clearly bound TAB2, identical to those regions that intertaining complex to the KAI1 promoter. Interestingly, a second proposed Tip60 complex consisting of the AICD, act with HDAC3 (Wen et al., 2000) . (Figure 1A) . The full-length cDNA encompassed a 2079 nu-TAB2, and site-directed mutations in the NES resulted in a molecule that was not translocated to the cytoplasm cleotide open reading frame that predicted a 693 amino acid protein ( Figure 1B) . This was the murine homolog in response to IL-1␤, which also blocked export of N-CoR ( Figure 2B ). This hypothesis was further evaluof human TAB2 (Takaesu et al., 2000) . RNA blot analysis revealed a virtually ubiquitous expression, at various ated using a single-cell nuclear microinjection assay, which showed that injection of anti-TAB2 IgG largely levels, of a single TAB2 transcript ( Figure 1C) .
In vivo coimmunoprecipitation assays indicated that blocked translocation of N-CoR in response to IL-1␤ (injected cells are rhodamine stained, Figure 2C ). In conendogenously expressed TAB2 and N-CoR were present in a complex in 293 cells ( Figure 1D ). Material trast, full-length SMRT was not exported from the nucleus in response to IL-1␤, although there might be other immunoprecipitated by specific, purified anti-TAB2 IgG contained TSA-sensitive histone deacetylase (HDAC) isoforms that exhibit export (data not shown). Unexpectedly, in the APP-overexpressing transgenic mice, analyzed at ‫4ف‬ weeks of age, the protein levels HAT mut also prevented the binding of the trimeric complex, maintaining the actions of the repression machinof APP, Fe65, and Tip60 were all dramatically increased, indicating that by an as yet unknown feed-forward ery ( Figure 6D) . Surprisingly, when we performed a coimmunoprecipitation experiment, comparing formation of mechanism, enhanced APP levels lead to upregulation of both Fe65 and Tip60 ( Figure 6F ). Further, we found the trimeric complex by wild-type Tip60 or Tip60 HAT mut , we found that lack of the acetyltransferase function of a marked increase of both KAI1 protein ( Figure 6F related amyloid deposits and associated pathologic
